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The text of those sections of Title 35. US. Code not included in this 
action can be found in a prior Office action. 

Claims 1, 2, 5-9 and 1 1, newly amended, remain rejected under 35 
U.S£. 112, first paragraph, as the disclosure is enabling only for claims 
hmiied to a DNA sequence comprising a whev acidic protein promoter, as 
applied in the last Office action. 

Applicants* arguments in the Amendment and the Gordon 
Declarations, all filed on September 8, 1993. have been carefully considered 
but are not deemed persuasive. Although Applicants argue that "at the time 
the claimed invention was made, it was reasonable to expect milk proteins to 
share similar regulatory mechanisms and regulatory sequences" (page 4 of 
the Amendment), they have not submitted any objective evidence (e.g., 
published reports on the comparisons of milk protein regulatory sequences, 
etc.,) to support their statement. Thus. Applicants' assertion represents 
nothing more than speculation. The Gordon Declaration similarly states that 
"milk proteins coordinately expressed in lactating mammary epithelia were 
presumed to share similar regulatory mechanisms for expression" (emphasis 
added, page 4 of the Declaration), Again, such statement represents no more 
than an opinion which is not supported by any data or objective evidence. 
Furthermore, the specification provides little or no guidance on the isolation 
and identification of regulatory sequences of other milk serum proteins. It 
was well known in the art that "experiments in genetic engineering produce, 
at best, unpredictable results * (Ex parte Forman, 230 USPQ 546 (BPAI 
1986)). It is also noted that the unpredictability of a particular art area may 
alone provide reasonable doubt as to the accuracy of the broad statement 
made in support of enablement of claim. See Ex parte Singh. 17 USP02d 
1714 (BPAI 199 1 ). Accordingly, the disclosure remains enabling only for 
claims limited to a DNA sequence comprising a whey acidic protein promoter. 
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Claiffls 1, 2, 4 and 6-9, newly amended, remain rejected under 35 
U.S.C 103 as being unpatentable over Andres et al., as applied in the last 
Office action. 

Claims 5 and 1 1, newly amended, remain rejected under 35 U.S.C 103 
as being unpatentable over Andres et al., as applied to claims 1 -4 and 6-9 
above, and further in view of Pennica et al. or Chisari et al., as applied in the 
last Office action. 

Applicants' arguments on pages 5-6 of the Amendment filed on 
September 8, 1993 have been carefully considered but are not deemed 
persuasive. Firstly, it should be noted that the claims are not specillcally 
directed to therapeutically active proteins (terms used in Applicants' 
arguments, see page 5 of the Amendment), nor do the claims specifically 
exclude H-ras or other oncogene products. Thus, the claims are directed to a 
DNA construct comprising genes coding for all proteins. Thus, the only 
difference between the DNA construct of the claimed invention and the 
construct disclosed by Andres et al. is the presence of a signal peptide 
sequence. It is also noted that at the lime the claimed invention was made, 
signal peptide sequences (of milk proteins as well as of other proteins) 
enabling the secretion of proteins were well known. Thus, if one of ordinary 
skill in the art so desired to have secretion of the recombinant proteins into 
milk, one of ordinary skill would have obviouslv included a signal peptide 
sequence into the DNA construct for the expected benefit of obtaining 
secretion of the recombinant proteins (H-ras and other proteins). Applicants 
were correct to point out that the teachings of Andres et al. did not suggest 
modifying their H-ras DNA construct by including a signal peptide sequence 
because there was no motivation to produce a secreted form of the H-ras 
protein (page 5 of the Amendment). However, if one were to produce other 
recombinant proteins using a similar DNA construct and desired to have 
secretion of the recombinant proteins into milk, it would certainly have been 
within the ordinary skill of the art at the time the claimed invention as made 
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10 include one of the many well-known signal peptide sequences in the DNA 
construct. Accordingly, in the absence of unexpected results, the rejections 
are maintained. 

Claims 1, 2, 4-9 and 1 1, newly amended, remain rejected under 35 
U.S.C. 103 as being unpatentable over Campbell et al.. when taken with 
either Pennica et al. or Chisari et al.. and further in view of any one of 
Palmiter et al.. Ross et al. or Stewart et al„ as applied in the last Office action. 

Applicants arguments on pages 6-9 of the Amendment filed on 
September 8, 1993 have been carefully considered but are not deemed 
persuasive. Applicants attempt to point out differences between their 
claimed invention and the teachings of each of the cited references. They 
argue that Pennica et al. does not "bridge the gap between Campbell et al. 
and the claimed DNA constructs" or "supply the necessary suggestion to 
modify Campbell et al" and that "suggestion is neither explicit in, nor fairly 
inferred" from Chisari et a!.. They additionally assert that Palmiter et al. does 
not "discuss or infer the production of recombinant proteins in milk of 
transgenic animals" and that Ross et al. and Stewart et al. do not teach or 
suggest that Campbell et al. be modified". Finally. Applicants assert that "the 
claimed DNA construct serves a purpose, and has properties, that are not 
disclosed or suggested in the prior art ' (page 9 of the Amendment). It is 
apparent that Applicants are arguing each of the cited references 
individually and separately. It is noted that the test for combining 
references is not what the individual references themselves suggest but 
rather what the combination of disclosures taken as a whole would have 
suggested to one of ordinary skill in the art. In re McLaughlin, 443 F.2d 
1392. 170 USPO 209 (CCPA 1971). Furthermore, for the purpose of 
combining references, those references need not explicitly suggest combining 
teachings, much less specific references. In re Nilssen, 7 USP02d 1500 (CAFC 
1988). It is maintained that the teachings of the cited references, when 
taken as a whole, would have reasonably suggested to one of ordinary skill 
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in the art at the time the claimed invention was made a DNA construct 
identical or similar to that claimed by Applicants. Accordingly, in the 
absence of unexpected results, the rejections are maintained. 

No claim is allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the 
extension of time policy as set forth in 37 CFR 1.136(a). The practice of 
automatically extending the shortened statutory period an additional month 
upon the filing of a timely first response to a final rejection has been 
discontinued by the Office. See 1021 TMOG 35. 

A SHORTENED STATUTORY PERIOD FOR RESPONSE TO THIS FINAL ACTION IS 
SET TO EXPIRE THREE MONTHS FROM THE DATE OF THIS ACTION. IN THE 
EVENT A FIRST RESPONSE IS FILED WITHIN TWO MONTHS OF THE MAILING 
DATE OF THIS FINAL ACTION AND THE ADVISORY ACTION IS NOT MAILED 
UNTIL AFTER THE END OF THE THREE-MONTH SHORTENED STATUTORY 
PERIOD, THEN THE SHORTENED STATUTORY PERIOD WILL EXPIRE ON THE 
DATE THE ADVISORY ACTION IS MAILED. AND ANY EXTENSION FEE 
PURSUANT TO 37 CFR 1.136(a) WILL BE CALCULATED FROM THE MAILING 
DATE OF THE ADVISORY ACTION. IN NO EVENT WILL THE STATUTORY 
PERIOD FOR RESPONSE EXPIRE LATER THAN SIX MONTHS FROM THE DATE OF 
THIS FINAL ACTION. 

Any inquiry concerning this communication should be directed to 
Jasemine C. Chambers, Ph. D.. at telephone number (703) 308-2035. 

JASEMINE C.CHAMBERS 
PRIMARY EXAMINER 
GROUP 1800 



